Objective: To assess serum brain derived neurotrophic factor (BDNF) concentrations as a correlate of cardiopulmonary fitness and as a predictor of cognitive performance in subjects with coronary artery disease (CAD). Methods: Serum BDNF concentrations were assayed by ELISA and fitness was assessed using a standardized exercise stress test. The Mini Mental Status Examination (MMSE), California Verbal Learning Test 2nd Ed., Stroop, Trail Making Test B and the Digit Symbol-Coding task were administered. The val66met BDNF genotype and serum interleukin-6 (IL-6) and tumor necrosis factor-a (TNF-a) concentrations were determined as potential confounders. Results: In subjects with CAD (n = 88; 85.2% male, mean age 62.8 ± 10.5 yr), cardiopulmonary fitness was associated with higher serum BDNF concentrations (b = .305, p = .013). Higher serum BDNF concentrations were associated with higher MMSE scores (F(1, 87) = 15.406, p < .0005) and better performance on the Digit Symbol-Coding task (F(1, 87) = 9.620, p = .003). IL-6, TNF-a and the val66met genotype did not influence these results. Conclusion: Serum BDNF concentrations were associated with cardiopulmonary fitness, psychomotor processing speed and overall cognition in subjects with CAD.
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Introduction
Cardiopulmonary fitness has been associated with better cognitive performance in older adults (Barnes et al., 2003) . Consistent with this observation, physical activity can improve performance on tests of processing speed, attention, executive function and memory (Smith et al., 2010) . Physical activity can also increase brain derived neurotrophic factor (BDNF) concentrations in peripheral blood (Ferris et al., 2007; Seifert et al., 2010) . Evidence suggests that BDNF may be involved in the beneficial effect of cardiopulmonary fitness on cognitive performance. In the central nervous system, BDNF can support neuronal growth and survival (Berchtold et al., 2010) and attenuate inflammatory damage to axons and midbrain dopaminergic neurons (Fujino et al., 2009; Katsuki et al., 2009; Linker et al., 2010; Wu et al., 2011) . In medically and neurologically healthy older adults, higher serum BDNF protein concentrations have been variably associated with better cognitive performance (Gunstad et al., 2008; Komulainen et al., 2008) .
In subjects with coronary artery disease (CAD), the association between cardiopulmonary fitness and cognitive performance has been observed independent of other vascular risk factors, demographics, cardiac histories and concomitant medications, suggesting that fitness may be a clinically important factor protecting against cognitive decline (Swardfager et al., 2010) . However, peripheral blood BDNF protein concentrations have not been assessed as a predictor of cognitive performance, nor as a correlate of cardiopulmonary fitness in this population.
Previous literature suggests several factors that may influence these relationships. A single nucleotide polymorphism at codon 66 of the BDNF gene, which results in an amino acid substitution
